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0 Box No. I 

□ Box No. II 
El Box No. Ill 

□ Box No, IV 
0 Box No. V 

□ Box No. VI 

□ Box No. VI I 

□ Box No. VIII 



Basis of the opinion 
Priority 

Non-establishment of opinion Wrth regard to novelty, inventive step and industrial applicabihty 
Lack of unity of invention 

Reasoned statement under Rule «U*.1 (4(0 «Hh * """J* ^ " 

applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the International application 

Certain observations on the international application 



2. 



FURTHER ACTION 

If a demand for international preliminary where 
written opinion of the International Pre I i m ' nary ™ " ^ he t he ?PE A and trie chosen PEA has notifed the 

will not be so considered. 

opinion iS , M P-ov^ *ov f , T ^ «*™ f^^^^Enlff™. 

whichever expires later. 
For further options, see Form PCT/ISA£20. 
3j For further details, see notes to Form PCT/ISA£20. 
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Fax: +31 70 340-3016 



Authorized Officer 

Diederen, J 

Telephone No - +31 70 340-1097 
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INTERNATIONAL SEARCHING AUTHORITY 



Box No. I Basis of the opinion _ 



(under Rules 12.3 and 23.1(b)). 

a. type of material: 

□ a sequence listing 

□ table(s) related to the sequence listing 

b. format of material: 

□ in written format 

□ in computer readable form 

c. time of filing/furnishing: 

□ contained in the international application as filed. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority for the purposes of search. 

3 □ in addition, in the case that more than one version ,o. ^SB^SS^SSSST^ 

SKK2a« 
appropriate, were furnished. 

4. Additional comments: 
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International application No. 
WRITTEN OPINION OF THE ._„._._„ PCT/US2OO50O5467 
INTERNATIONAL SEARCHING AUTHORITY [ 



Box No. HI 
applicability 



Non-establishment of opinion with regard to novelty, Inventive step and Industrial 



w«-asaa«w^'- ,, • , ■ t, " , 



ause: 



□ the entire international application 

H claims Nos. 1-27 

because: 

El the 
rels 

(specify) 
see separate sheet 

0 the description claims or drawings (indicate particular etemente^ or said claims No S . 1-27 On pert) 
are SESKSJ that no meaningful opinion could be formed ftpKtf» 

see separate sheet 

□ ft. Cairns, o, said olaims No, ars so inadequate^ support »!. daschptt.* M no maaningfui opinio, 
could be formed. 

□ no international search report has been established for the whole application or for said claims Nos. 

□ the nucleotide andfcr amino acid sequence listing does not comply with the standard provided for in Annex 
C of the Administrative Instructions in that: 

the written form □ has not been furnished 

□ does not comply with the standard 
the computer readable form □ has not been furnished 

□ does not comply with the standard 

□ See separate sheet for further details 
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INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCTAJS2OO50O5467 



under Rule 43bfe.1<a)(i> with regard to novelty, Inventive step or 



1. Statement 
Novelty (N) 



Inventive step (IS) 
Industrial applicability (IA) 



Yes: Claims 1-27 

No: Claims 

Yes: Claims 1-27 

No: Claims 

Yes: Claims 1-23 

No: Claims 



2. Citations and explanations 
see separate sheet 
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„, „„..„-.. rtC T u P International application No. 

WRITTEN OPINION OF THE 

INTERNATIONAL SEARCHING pr,T/US2005/005467 
AUTHORITY (S EPARATE SHEET) _ ^-L 

Re Item III. 

The application does not meet the requirements of Article 6 PCT, because claims 1 -27 
are not clear. 

The term "pharmaceutically acceptable derivative" in claim 1 of the present application 
^"defined technical feature and renders the scope of the said claim unclear. 
The dependent claims are also unclear because of this term. 

Claims 24-27 relate to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated I wrth 
respect to the industrial applicability of the subject-matter of these claims (Article 

34(4)(a)(l) PCT). 



Re Item V. 



Reference is made to the following document: 

D1 : WO 02/094788 A (ELI LILLY AND COMPANY; WALLACE, OWEN, 
BRENDAN) 28 November 2002 (2002-1 1-28) 



2 Document D1 , which is considered to represent the most relevant state of the art, 
discloses 2-substituted 1 ,2,3,4-tetrahydroquinolines for use as estrogen receptor 
modulator. 

From this, the subject-matter of independent claim 1 differs in that: 

a) a tetrahydroquinoline is used 

b) the substituted X-phenyl group is connected to the nitrogen of the quinoline 
whereas in the present application this group is connected on the 4-position of the 
quinoline ring. 

c) the substituted phenyl group is conned on the 2-position of the 
tetrahydroquinoline ring whereas in the present application this group is found in 
position 3. 

2.1 The subject-matter of claim 1 is therefore novel (Article 33(2) PCT) 
The problem to be solved by the present invention may be regarded as: 
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WRITTEN OPINION OF THE International application No. 

INTERNATIONAL SEARCHING pp T /US2OO5/005467 
AUTHORITY (SEPARATE SHEET) P GT/US2005/Q054b/- 

The provision of alternative compounds for the modulation of estrogen receptors. 

2 2 The solution to this problem proposed in claim 1 of the present application is 
considered as involving an inventive step (Article 33(3) PCT) for the following reasons: 
A skilled person would not, starting from D1 , change 3 different features in the 
molecules. It is therefore considered that the subject-matter of claim 1 of the present 
application is inventive over the prior art. 

2.3 Claims 2-1 5 and 1 8-20 are dependent on claim 1 and as such also meet the 
requirements of the PCT with respect to novelty and inventive step. 



3 Claims 1 6 and 1 7 are about pharmaceutical compositions of inventive compounds 
of formula (I) of the present application. These claims are also considered inventive. 



4 Claims 21 -27 are about the use of inventive compounds of formula (l) for 
preparation of medicaments against diseases related to estrogen receptors. Tf 
also considered inventive over the prior art. 
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